We report a child with classical galactosaemia whose diagnosis was missed until 12 weeks of age. The limitations of urine screening tests are discussed and the wider use of a qualitative enzyme assay for screening is recommended. Reference ranges for a quantitative enzyme assay using 14galactose-1-phosphate as substrate are presented.
chemical Centre, Amersham and New England Nuclear.
Clinical samples. Blood was collected from galactosaemic patients (Gt0/Gt'), their parents (Gt +/GtG), and other relations. As normal controls (Gt +/Gt +) blood was collected from 45 members of the laboratory staff and relations, where appropriate. We also investigated the family of our galactosaemic patient. This family carries the genes for both classical galactosaemia (Gt') and the Duarte variant (GtD).
Case history. A boy was delivered at term weighing 3 14 kg, after an uneventful pregnancy. He was the second child in the family; the first child had failed to thrive and died at the age of one month from a generalized fulminating septicaemia.
He was well until day 6 when he fed poorly, failed to gain weight and was found to have a Klebsiella septicaemia. He improved over the next week on antibiotics. During this time he became jaundiced with a maximum serum bilirubin of 100 ,umol/l (5 -85 mg/100 ml) and his liver became palpable 2 cm below the right costal margin. He (1951) .
Difficulties have been encountered in getting consistent results for the transferase assays using different batches of 14C-Gal-1-P. These were attributed to impurities in some samples of labelled substrate. Similar conclusions were drawn by Ng et al. (I969b) and Russell (1969) . Differences between batches of 14C-Gal-1-P were apparent from high results in blank assays, carried out either by boiling the red cells before incubation or by omitting UDPG from the incubation mixture. It is important that all new batches of labelled substrate should be evaluated fully before use, including the investigation of blank values. Starch gel electrophoresis was done according to the method of Ng et al. (1969a) differentiate the genotypes of subjects with more certainty and the ranges of activity we found are shown in Fig. 1 . Heterozygotes for the Duarte variant (Gt+/Gti) were confirmed by starch gel electrophoresis. The individuals show an enzyme band which migrates faster than that of the wild-type enzyme.
The pedigrees of 3 families included in the enzyme studies and the assigned genotypes are shown in Fig. 2. Fig. 2a shows the family of our patient, in which both the gene for classical galactosaemia and the Duarte variant were found. Two individuals studied for reference range purposes had about half the normal enzyme activity. Starch gel electrophoresis and study of other members of the family suggested that one was genotype Gt+/Gt' and the other GtD/GtD (Figs. 2b and 
Discussion
In the absence of mass screening in the newborn the paediatrician has the primary responsibility for detecting classical galactosaemia. If cases are not to be missed, a very high index of suspicion has to be maintained and the variability in the pattern of disease needs to be stressed continually. Some patients do not present with the features that are usually described. The practice of screening for galactosaemia those infants with severe or prolonged jaundice is well established. It is equally important to screen all infants who are severely ill, or fail to thrive, without obvious cause. The knowledge or suspicion of underlying infection is particularly indicative of a possible case of galactosaemia.
The most widely used method of screening for galactosaemia is the urine test for reducing substances, with chromatography in positive cases to confirm that the substance present is galactose. However, the inconsistency of galactose excretion in galactosaemia has been reported in many early cases (Hsia and Walker, 1961) . The possibility of a diagnosis being delayed, or missed, if the urine test is relied on completely is emphasized by two recent reports (Harris, 1974; Johnson, 1975) 
